ESCHEmCHIA COLI endotoxin (LPS) when infused through the renal artery of the rabbit isolated perfused kidney prepared as constant pressure mode, caused a decrease in flow rate and kidney weight indicating its primary vasoconstrictor effect. This effect was predominant in kidneys from rabbits pretreated with LPS. EndotheHn-1 at a concentration of 10 -l M and big endothelin-1 at a concentration of 10 -8 M produced equal vasoconstrictor effects in kidney. Addition of endotheHn converting enzyme inhibitor, phosphoramidon, to the perfusion medium at a concentration of 10 -6 M caused a reduction in the effects of both LPS and big ET-1 without altering the vasoconstrictor effect of ETol. However, addition of methylene blue (10 -3 M), a soluble guanylate cyclase inhibitor and NG-nitro-L-arginine-methyl ester (10 -6 M) to the perfusion medium caused a potentiation in the vasoconstrictor effect of LPS. Indomethacin at a concentration of 10-6M did not alter the effect of LPS. These results were taken as evidence for the participation of endothelin peptides and the L-arginine-nitric oxide pathway in the effect of LPS in rabbit isolated perfused kidney.
Introduction
Bacterial endotoxin is known to cause damage in endothelial cells altering the structure, metabolism and permeability. Peripheral vascular failure, in response to catecholamines and other vasoconstrictors, is the major factor causing death in human septic shock and endotoxin injected animals. 2, 3 Recently N onitro-L-arginine-methyl ester (t-NAME) an inhibitor of nitric oxide (NO) synthase, was shown to reduce hypotension induced by endotoxin (Escherichia coli lipopolysaccharide, LPS) and restore the pressor effects of noradrenaline (NA) and other vasoconstrictors. 4, 5 These observations indicate that one of the mechanisms of vascular hyporeactivity induced by LPS is the increased production of NO from Larginine (L-Arg) in blood vessels by activation of NO synthase. This hypothesis was supported by the study of 
Material and Methods
Experiments were performed on isolated perfused kidneys from adult rabbits of both sexes weighing 2.5-3.0 kg. Either LPS (5 mg/kg) or saline (1 ml as control) was injected i.p. and 4 h later rabbits were anaesthetized with sodium thiopental (20 
